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3/3, K/ 1 ( 1 1 em 1 f rom f i I e: 24) 
Dl ALOG( R) Fi I e 24: CSA Li f e Sci ences Abst r act s 
(c) 2009 CSA. Al I rts. reserv. 

0003923157 I P ACCESSI CN NQ 11095340 

Therapeutic Applications and IVfechani sms Underlying the Activity of 
I nfTTvinosuppressi ve O i gonuci eot i des 

Kl i nnnan, Dennis M, Tross, Debbie; Kl aschi k, Sven; Shi rota, 
Hi dekazu; Sato, Takeshi 

aCancer and I nf I anmnat i on Prograrri National Cancer Institute, Frederick, 
IVbryland, USA 

Annals of the New Yor k Acaderry of Sciences, v 1175, n 1, p 80-88, Sept errber 

2009 

PUBLI GATI CN DATE: 2009 

PUBLISHER: W I ey- Bl ackwel I , 111 R ver Street Hoboken NJ 07030-5774 USA 

DOCU^/EN^ TYPE: Journal Article 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SU^M\RY LANGUAGE: Engl 1 sh 
I SSN: 0077- 8923 

FILE SEQVENT: Nucleic Acids Abstracts; I muinol ogy Abstracts 
Kl i nman, Dennis IVt Tross, Debbie; Kl aschi k, Sven; Shi rota. 
Hi dekazu; Sato, Takeshi 



ABSTRACT: 

variety of Tol I - 11 ke receptor 11 gands, polyclonal activators, and 
antigens. Several OBChani sms contribute to the suppressive activity 
of such ODN. Cngoi ng nicroarray studies indicate that suppressive ODN 
interfere with the phosphorylation of signal transducer and activator of 
transcription 1 (STAT1) and STAT4, thereby blocking the i nf I anmat i on 
nrediated by STAT- associ at ed signaling cascades. In ani rral rrodel s, 
suppressive ODN can be used to prevent or treat diseases 
characterized by persistent 1 muine activation, including... 



3/3, 1^2 (Item 2 from fi I e: 24) 
Dl ALOG( R) Fi I e 24: CSA Li f e Sci ences Abst r act s 
(c) 2009 CSA. Al I rts. reserv. 

0003288748 I P ACCESSI CN NQ 8303175 

Suppr essi ve 0 1 godeoxynuci eot i des I nhi bi t Si I i ca- 1 nduced Pul rronar y 
I nf I arTTTHt 1 on 

Sato, Takashi ; ShinDsato, Takeshi; Alvord, VG-egory; Kl i nman, Dennis 
M 

Laboratory of Experin^ntal I mixinol ogy and Data IVbnagement Services, Inc., 
National Cancer Institute, Frederick MD, 21702 

Journal of I muinol ogy, v 180, n 11, p 7648-7654, June 1, 2008 
PUBLI CATI ON DATE: 2008 

PUBLI SHER: AnBr i can Associ at i on of I rmunol ogi st s, 9650 Rockvi Me Pi ke 
Bethesda N/D 20814-3998 USA, [ URL: ht t p: // vwvw. j i rmunol . or g/ ] 

DOCU^/E^ TYPE: Journal Article 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
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SU^/M^RY LANGUAGE: Engl i sh 

ISSN: 0022- 1767 

ELECTRCNI C I SSN: 1 550- 6606 

Fl LE SEOVEIVT: I muinol ogy Abst r act s 

Suppr essi ve 0 i godeoxynuci eot i des I nhi bi t Si I i ca- 1 nduced Pul ironar y 
I nf I arrmat i on 

Sato, Takashi ; Shirrosato, Takeshi; Alvord, VG-egory; Kl i nman, Dennis 



ABSTRACT: 

inflamTHtory reactions in nxir i ne models of aut oi mrune disease. Based 
on t hose f i ndi ngs, t he pot ent i al of suppr essi ve ODN t o pr event acut e 
nxir i ne sill cosi s was exani ned. In vitro st udi es i ndi cat e t hat 
suppr essi ve ODN bi unt si li ca- i nduced nnacr ophage t oxi ci t y. Thi s ef f ect 
vvas associated vwi t h a reduction in ROS. . . 

. . . subuni t of NADPH oxi dase key t o RC6 gener at i on) . In vi vo st udi es show 
that pretreatnBnt with suppressive (but not control) ODN reduces 
si I i ca- dependent pulmonary i nf I amrHt i on, as manifest by fewer infiltrating 
eel Is... 

. . . chemoki ne pr oduct i on, and I ower I eve! s of ROS ( p < 0. 01 f or al I 
parameters). Treatrrsnt with suppressive ODN al so reduced disease 
severity and irrproved the survival (p < 0.05) of rri ce exposed... 



3/3, K/ 3 (Item 3 from fi I e: 24) 
Dl ALOG( Fi I e 24: CSA Li f e Sci ences Abst r act s 
(c) 2009 CSA. Al I rts. reserv. 

0003240785 I P ACCESSI ON NQ 6138665 

Suppressive ol i godeoxynuci eot i des delay the onset of 

gl on^r ul onephr i t i s and pr ol ong sur vi val i n I upus- pr one NZB X NZW m ce 

Dong, Li; 1 1 o, Shui chi ; I shi i , Ken J; Kl i nrran, Denni s M 

Center for Biologies Evaluation and Research, Food and Drug Adrri ni st r at i on, 

Bethesda, l\/bryland, [mailto:Klinman@EERFDA.GCV] 

Arthritis & Rheurrat i srn v 52, n 2, p 651-658, 2005 
PUBLI CATI ON DATE: 2005 

PUBLISHER: John W I ey & Sons, Ltd., Baffins Lane Chichester W Sussex P019 
1UD UK, [ rrai 1 1 o: oust orTBr@«i I ey. CO. uk] , [ URL: ht t p: // www. wi I ey. corr/ ] 

DOCUIVENT TYPE: Journal Article 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SU^/M^RY LANGUAGE: Engl i sh 
ISSN: 0004-3591 

Fl LE SEQVEIVr: I muinol ogy Abst r act s 

Suppressive ol i godeoxynuci eot i des delay the onset of 

gl onBr ul onephr i t i s and pr ol ong sur vi val i n I upus- pr one NZB X NZW . . 

Dong, Li; 1 1 o, Shui chi ; I shi i , Ken J; Kl i nman, Denni s M 



ABSTRACT: 

the devel opnent of certain or gan- speci f i c autoimuine diseases. W 
under t ook this st udy t o det er m ne whet her suppr essi ve ODN al t er t he 
devel opnent of syst eni c aut oi mruni t y, by evaluating their effect on the 
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pr ogr essi on of I upus- 1 i ke di sease i n NZB X NZW ( NZB/ NZVjf rri ce. V\fe 
r epeat edi y t r eat ed ni ce wi t h suppr essi ve ODN bef or e or af t er t he 
onset of proteinuria. W monitored tine effect of treatn^nt on tine onset, 
severity, and i muinol ogi c correlates of disease. Treatn^nt with 
suppr essi ve ODN si gni f i cant I y pr ol onged I 1 f espan whi I e del ay! ng t he 
onset and progression of gl onBr ul onephr i t i s in NZB/ NZW . . 

...autoantibody production and by significantly reduced secretion of 
interferon- ganmna and i nt er I euki n- 12 i n vi vo. Suppr essi ve ODN may be 
of benefit i n t he treatpnent of chronic syst erri c autoimuine diseases such as 



3/3, K/ 4 ( I tenn 4 f ronn f i I e: 24) 
DI ALOG( R) Fi I e 24: CSA Li f e Sci ences Abst r act s 
(c) 2009 CSA. A! I rts. reserv. 

0003069221 I P ACCESS! CN NQ 6663388 

Therapeutic Potential of O i gonuci eot i des Expressing I nrrunosuppr essi ve 
TTAQ33 MDt 1 f s 

Kl i nman, Dennis M; Qjrsel, I hsan; Kl aschi k, Sven; Dong, LI; 
Currie, Debbie; Shi rota, Hi dekazu 

Section of Retroviral Research, Center for Biologies Evaluation and 
Research, Food and Drug Adnri ni st r at i on, Bet hesda, l\/feiryland 20892, USA 

Annals of the New York Acaderry of Sciences, v 1058, p 87-95, Noverrber 2005 
PUBLI CATI CN DATE: 2005 

PUBLISHER: New Yor k Acaderry of Sciences, 2 East 63rd Street New York NY 
10021 USA, [ mai I t o: publ i cat i ons@iyas. org] , [ URL: http://www. nyas. org] 

DOCU^/EW^ TYPE: Journal Article 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SU^M\RY LANGUAGE: Engli sh 
ISSN: 0077-8923 

FI LE SEOVENTT: I muinol ogy Abst r act s 

Kl i nrran, Dennis IVt Qjrsel, I hsan; Kl aschi k, Sven; Dong, LI; 
Currie, Debbie; Shi rota. Hi dekazu 



ABSTRACT: 

i muinosuppr essi ve TTAG3G mot i f s downr egul at e t he pr oduct i on of 
pr oi nf I anmat or y and Th1 cytokines. The ability of these "suppressive 
ODNs" to slower prevent the devel oprrsnt of diseases characterized by 
over -exuberant i muine st i nrul at i on was exarri ned. Suppressive ODNs 
significantly reduced disease severity in mjrine rrodel s of arthritis, 
lupus, and LPS- induced toxic... 

. . . r educt i on i n ser um aut oant i body and cyt oki ne I evel s. Under I yi ng t hese 
protective effects was the ability of suppressive ODNs to bind to and 
prevent the phosphorylation of STAT1 and STAT4, thereby blocking the... 

...central to the initiation and/ or perpetuation of these disease states. 
These findings suggest that suppressive ODNs night find use i n t he 
treatment of acute and chronic diseases characterized by excessive... 



3/3, K/ 5 ( I tem 5 f rom f i I e: 24) 
DI ALOG( R) Fi I e 24: CSA Li f e Sci ences Abst r act s 
(c) 2009 CSA. All rts. reserv. 
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0002708903 I P ACCESSI CN NQ 6267140 

Suppressive O i godeoxynuci eot i des Protect M ce from Lethal Endotoxic 

Shock 

Shi rota, iHi del^azu; Qursel, I hsan; Qjrsel, iVbyda; Kl i nman, iDenni s IVl 
Section of Retroviral I muinol ogy, Center for Biologies Evaluation and 
Research, U.S. Food and Drug Adnl ni st r at i on, Bet hesda, MD 20892 

Journal of I nnuinol ogy, v 174, n 8, p 4579-4583, April 2005 
PUBLI CATI CN DATE: 2005 

PUBLISHER: Anner 1 can Association of I muinol ogi st s, 9650 Rockvi I I e Pike 
Bet hesda IVD 20814-3998 USA, [ URL: ht t p: // www. j 1 muinol . or g/ ] 

DOCU^/E^ TYPE: Journal Article 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SUIVI\ARY LANGUAGE: Engl 1 sh 
I SSN: 0022- 1 767 

FILE SEQVENT: I muinol ogy Abstracts 

Suppressive 0 1 godeoxynuci eot 1 des Protect M ce from Lethal Endotoxic 

Shock 

Shi rota. Hi dekazu; Qjrsel, I hsan; Qjrsel, l\^yda; Kl 1 nrran, Dennis M 



ABSTRACT: 

proinflammatory, and Thi cytokines that facilitate the devel opn^nt of 
endotoxic shock. Synthetic ol i godeoxynuci eot i des (ODN) expressing 
suppr essi ve TTAQ33 mot 1 f s ef f ect 1 vel y down- r egul at e t he pr oduct 1 on of 

pr oi nf I anmat or y and Thi cyt oki nes el i ci t ed by a var i et y of i rrrrune st i rrul i . 
The current results demonstrate that suppressive ODN protect nice 
f r om LPS- i nduced endotoxic shock. Underlying this protective effect i s t he 
abi I i t y of suppr essi ve ODN to bi nd to and pr event t he phosphor yl at i on 
of STAT1 and STAT4, thereby blocking the signaling cascade nBdiated by 
LPS- induced I FN- beta and IL-12. These findings suggest that 
suppressive ODN rri ght be of use 1 n t he treatrrent of endotoxic shock. 



3/3, Ky 6 ( 1 1 em 6 f rom f i I e: 24) 
Dl ALOG( R) Fi I e 24: CSA Li f e Sci ences Abst r act s 
(c) 2009 CSA. Al I rts. reserv. 

0002620804 I P ACCESSI CN NQ 6042425 

Suppressive 0 1 godeoxynuci eot 1 des Inhibit Thi □ f f er ent 1 at 1 on by 
BI ocki ng I FN- garrnH - and IL-12- IVfedi at ed Si gnal 1 ng 

Shi rot a. Hi dekazu; Qirsel , l\^yda; Kl 1 nrran, Dennis M 

Section of Retroviral I rrruinol ogy. Center for Biologies Evaluation and 

Research, U.S. Food and Drug Adni ni st r at i on, Bet hesda, MD 

Journal of I muinol ogy, v 173, n 8, p 5002-5007, Cct ober 15, 2004 
PUBLI CATI ON DATE: 2004 

PUBLI SHER: AnBr i can Associ at i on of I rrruinol ogi st s, 9650 Rockvi Me Pi ke 
Bet hesda ^/D 2081 4- 3998 USA, [ URL: ht t p: / / www. j i muinol . or g/ ] 

DOCU^/E^ TYPE: Journal Article 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
SU^M\RY LANGUAGE: Engl i sh 
ISSN: 0022- 1767 

FILE SEGVENTT: I nminol ogy Abstracts 
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Suppressive O i godeoxynuci eot i des Inhibit Tli1 D f f er ent i at i on by 
Bl ock\ ng I FIM- ganmna - and I L- 12- l\/fedi at ed Si gnal i ng 

Sliirota, Hi del^azu; Qursel , IVbyda; Kl i nnnan, IDenni s IVI 



ABSTRACT: 

pr event i on/ 1 r eat msnt of certain Tli1 - dependent autoinrmne diseases. 
TIni s wor l< expl or es t lie rrBCiiani sm by wiii ch suppr essi ve ODN bl ock t he 
i nduct i on of Thi i nmojni t y. Fi ndi ngs i ndi cat e t hat t hese ODN i nhi bi t I FN- 
garrma. . . 

...cells into Thi effectors. These changes indirectly support the 
generation of Th2- doni nat ed i muine responses. Suppressive ODN may 
thus represent a novel approach to influence the Th1:Th2 balance in vivo. 



3/3, K/ 7 (Item 1 from fi I e: 143) 
Dl ALOO; Fi) Fi I e 143: Bi ol . S^^ric. Index 
(c) 2009 The HWWIson Co. All rts. reserv. 

1810141 H. W W LSCN RECORD NUIVBER: BBAI 04158607 
Suppressive Q i godeoxynuci eot i des Inhibit Thi □ f f er ent 1 at 1 on by 
Blocking IFN-g- and I L- 12- IVfedi at ed Signaling 

Shi r ot a, Hi dekazu 

Qursel, IVbyda; Kl i nman, Dennis M 

Journal of I muinol ogy v. 173 no8 (0 15 2004) p. 5002-7 
ISSN: 0022-1767 

Suppressive 0 i godeoxynuci eot 1 des Inhibit Thi □ f f er ent 1 at i on by 
Blocking IFN-g- and I L- 12- IVfedi at ed Signaling 
. . . Kl i nman, Denni s M 



3/3, K/ 8 ( I t em 1 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 ArTBrican Cherri cal Society. All rts. reserv. 
150561850 GA: 1 50( 26) 561 850g JOURNAL 

Inductive and suppressive networks regulate TLR9- dependent gene 

expr essi on i n vi vo 

ALrrHOR(S): Kl aschi k, Sven; Tross, Debra; Kl i nman, Dennis M 

LOCATI CN: Laboratory of Experinental I nminol ogy. Cancer and I nf I anmat i on 

Prograni National Cancer Institute, National Institutes of Health, 

Frederick, MD, USA 

JOURNAL: J. Leukocyte Biol. (Journal of Leukocyte Biology) DATE: 2009 
Vaur^/E: 85 NUN/BER: 5 PAGES: 788-795 GODEN: JLBI E7 ISSN: 0741-5400 
LANGUAGE: English PUBLISHER: Federation of ArTBrican Societies for 

Exper i rrent al Bi ol ogy 



3/3, K/ 9 ( I tern 2 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 ArTBrican Gherri cal Society. All rts. reserv. 

142385436 CA: 1 42( 21 ) 385436a JOURNAL 

Suppressive ol i godeoxynuci eot i des delay the onset of gl orrBr ul onephr 1 1 1 s 
and pr ol ong sur vi val i n I upus- pr one NZB . t i rTBS. NZW m ce 
AUrHOR(S): Dong, Li; 1 1 o, Shui chi ; I shi i , Ken J. ; Kl i nman, Dennis M 
LOCATI CN: Center for Biologies Evaluation and Research, Food and Drug 

Adni ni st r at i on. Bet hesda, MD, USA 

JOURNAL: Arthritis Rheum (Arthritis &Rheumatisn| DATE: 2005 vau^/E: 

52 NU^/BER: 2 PAGES: 651-658 GODEN: ARHEAW ISSN: 0004-3591 LANGUAGE: 
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English PUBLISHER: John W I ey & Sons, Inc. 



3/3, K/ 10 ( I t em 3 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 
142091829 GA: 142(6)918298 JOURNAL 

Suppressive ol i godeoxynucl eot i des inhibit CpG- induced i nf I anmat i on of the 
mouse I ung 

ALn"l-IOR( S) : Yamada, Hiroshi; I shi 1 , Ken J.; Kl i nman, Dennis M 

LOGATI CM: Depart n^nt of Anesthesiology, Yokoharra Qty University, School 

of IVfedi ci ne, 3-9 Fukuura, Kanazawa-ku, Yokohama, Japan, 236-0004 

JOURNAL: ait. GarelVfed. (Critical Car e IVfedi ci ne) DATE: 2004 vauVE: 32 
NUI\/BER: 10 PAGES: 2045-2049 CODEN: CCIVDC7 ISSN: 0090-3493 LANGUAGE: 

Engl i sh PUBLI SHER: Li ppi ncot t W I I i ams & W I ki ns 



3/3, K/ 11 (Item 4 from fi I e: 399) 
Dl ALOQ( R) Fi I e 399: CA SEARCHf R) 

(c) 2010 ArTBrican Cherri cal Society. All rts. reserv. 

142068340 GA: 142(5) 68340s JOURNAL 

I muinot her apeut i c utility of stimjiatory and suppressive 

ol i godeoxynucl eot i des 

ALrrHOR(S): I shi i , Ken J.; Qjrsel, I hsan; Qjrsel, IVbyda; Kl i nman, Dennis 

M 

LOCATION: Section of Retroviral I nmrunol ogy. Center for Biologies 
Evaluation and Research, Food and Drug Adrri ni st r at i on. Bet hesda, IVD, 20892, 
USA 

JOURNAL: Curr. Cpi n. IVbl . Ther . (Current Opinion in N/b! ecul ar 
Therapeutics) DATE: 2004 VaU^/E: 6 NUIVBER: 2 PAGES: 166- 174 CODEN: 
CUOTFO ISSN: 1464-8431 LANGUAGE: English PUBLISHER: Thomson Sci ent i f i c 



3/3, K/ 12 (Item 5 from fi I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 American Cheni cal Society. All rts. reserv. 

142048765 GA: 142(4)48765f JOURNAL 

Suppressive oligonucleotides protect against col I agen- i nduced arthritis 
i n m ce 

AUrHOR(S): Dong, Li; 1 1 o, Shu- i chi ; I shi i , Ken J. ; Kl i nman, Denni s M 

LOCATION: US Food and Drug Adni ni st r at i on. Bet hesda, MD, USA 

JOURNAL: Arthritis Rheum (Arthritis & Rieumat i srr) DATE: 2004 vaUIVE: 

50 NU^/BER 5 PAGES: 1686- 1689 CODEN: ARHEAW ISSN: 0004-3591 LANGUAGE: 

English PUBLISHER: John W I ey & Sons, Inc. 



3/3, K/ 13 ( 1 1 em 6 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARGH( R) 

(c) 2010 AnBrican Chemical Society. All rts. reserv. 

141099299 GA: 141(7)99299u JOURNAL 

Regulation of CpG induced i mnjne activation by suppressive 

ol i godeoxynucl eot i des 

AUrHOR(S): Kl i nman, Dennis M; Zeuner , Rai nal d; Yarrada, Hiroshi; Qjrsel, 
IVbyda; Gurrie, Debbie; Qursel, I hsan 

LOCATION: Section of Retroviral Research, Center for Biologies Evaluation 
and Research, Food and Drug Adni ni st r at i on. Bet hesda, IVD, 20892, USA 

JOURNAL: Ann. N. Y. Acad. Sci. (Annals of the New Yor k Acadeny of 
Sciences) DATE: 2003 VOLU^/E: 1002 NUIVBER: Ther apeut i c 0 i gonuci eot i des 

PAGES: 112-123 CODEN: ANYAA9 ISSN: 0077-8923 LANGUAGE: English 

Page 7 



1 06821 30SUPPFESSI VECPG t xt 
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3/3, K/ 14 ( 1 1 em 7 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 Arrerican Cherri cal Society. All rts. reserv. 
141082332 GA: 141 (6) 82332b PATEISO" 

IVbt hod of t r eat i ng i nf I anmnat or y I ung di sease wi t h suppr essor s of GpG 
ol i gonuci eot i des 

I NVEMrOR( AL^HOR) : Kl i nnnan, Denni s M ; Yamada, Hiroshi 

LOGATI CN: USA 

ASSIGNEE: The GDvernnBnt of the U.S.A. as Represented by the Secretary of 
the Dept . of Health & Hurra n Services 

PATENT: U.S. Pat. AppI . Publ . ; US 20040132682 A1 DATE: 20040708 
APPLI GATI CN: US 682130 (20031007) * US PV417263 (20021008) 
PAGES: 29 pp. OODEN: USXXOO LANGUAGE: Engl i sh 
PATENT aASSI FI GATI QMS: 

GLASS: 514044000; A61K-048/00A 



3/3, K/ 15 ( I tern 8 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

( c) 2010 American Gherri cal Society. All rts. reserv. 

139132348 GA: 139(9)1323481 JOURNAL 

I nf I uence of st i mil at or y and suppr essi ve DNA rrot i f s on host 

suscept i bi I i t y to i nf I amrat or y ar t hr i t i s 

ALn"HOR(S): Zeuner , Rai nal d A. ; Vertheiyi, Dani el a; Qjrsel , IVbyda; I shi i , 
Ken J. ; Kl i nman, Denni s M 

LOGATI GN: Section of Retroviral I rmrunol ogy, Gent er for Biologies 
Evaluation and Research, FDA, Bet hesda, MD, USA 

JOURNAL: Ar t hr i t i s Rheum ( Ar t hr i t i s & Rheumat i sn) DATE: 2003 vaUN/E: 
48 NUI\/BER: 6 PAGES: 1701-1707 GODEN: ARHEAW ISSN: 0004-3591 LANGUAGE: 
English PUBLISHER: John W I ey & Sons, Inc. 



3/3, K/ 16 (Item 9 from fi I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

( c) 2010 Arrerican Gherri cal Society. All rts. reserv. 

138248182 GA: 138(17)2481821 JOURNAL 

Reduction of GpG induced arthritis by suppressive ol i godeoxynuci eot i des 
ALrTHOR(S): Zeuner, Rai nal d A. ; I shi i , Ken J. ; Li zak, IVbrtinJ.; Gursel , 

i hsan; Yarrada, Hiroshi; Kl i nrran, Dennis M; Vertheiyi, Dani el a 

LOGATI GN: Gent er for Biologies Evaluation and Research, FDA, Bet hesda, IVD 

, USA 

JOURNAL: Arthritis Rheum (Arthritis & Rheumat i srr) DATE: 2002 vauiVE: 
46 NUIVBER: 8 PAGES: 2219-2224 GODEN: ARHEAW ISSN: 0004-3591 LANGUAGE: 
English PUBLISHER: John W I ey & Sons, Inc. 



3/3, K/ 17 ( 1 1 em 10 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARGH( R) 

(c) 2010 ArrBrican Gheni cal Society. All rts. reserv. 

137383766 GA: 137( 26) 383766f JOURNAL 

Effect of suppressive DNA on GpG i nduced i muine activation 

AUTHOR( S) : Yamada, Hiroshi; Gursel, I hsan; Takeshi t a, Funi hi ko; Gonover , 

Jackie; I shi i , Ken J.; Girsel, IVbyda; Takeshi t a, Saoko; Kl i nrran, Dennis M 
LOGATI CN: Section of Ftetroviral I rrrrunol ogy. Center for Biologies 

Evaluation and Research, Food and Drug Adni ni st r at i on. Bet hesda, W, 20892, 

USA 
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JOURNAL: J. I muinol . (Journal of I nminol ogy) DATE: 2002 vaUIVE: 169 
NU^/BER: 10 PAGES: 5590-5594 CODEN: JO IVA3 ISSN: 0022-1767 LANGUAGE: 
English PUBLISHER: An^r i can Association of I muinol ogi st s 



3/3, K/ 18 (Item 1 from fi I e: 266) 
Dl ALOG( R) Fi I e 266: FEDRI P 

Conp & di St by NTI 8, I nt I Copyright All RghtsRes. All rts. reserv. 
00740617 

I DE^frl FYI NG NO. : 1ZI ABC010853- 03 AGENCY CODE: CRI SP 

IVbchani sm of action and therapeutic utility of i muinosuppr essi ve 
ol i gonuci eot i de 

PRI NCI PAL I NVESTI G^TOR: KLI NIVWSI, DENNI S 

SPCNSORI NG ORG : Dl VI SI ON OF BASI C SCI ENCES - NCI 

FY : 2009 

PRI NCI PAL I NVESTI G^TOR: KLI NM^N, DENNI S 

. . . SUI\M\RY: TLR I i gands and the adapt i ve i rrrrune eel I responses i nduced by 
polyclonal activators and antigens. These suppressive ODNare useful 
in the treatoBnt of diseases characterized by over - exuber ant i muine 
responses, including septic shock and aut oi nrnini t y. Cur recent studies 
denDnstrate that suppressive ODN are also useful in the 
pr event i on/ 1 r eat n^nt of the I i f e- 1 hr eat eni ng i nf I anmat i on caused by silica 
i nhal at i on ( acut e si I i cosi s) . Sped f i cal I y, suppr essi ve ODN t r eat rrent 
was shown to significantly reduce si I i ca- i nduced rrDrtality and rrDrbidity in 
a rel evant . . . 

... whether susceptibility to si I i ca- i nduced pulrronary turners can also be 
reduced by early Rx with suppressive ODN. Despite this progress, very 
little is known about the cellular targets of suppressive ODN, the 
receptors responsible for their r ecogni t i on/ upt ake, or their TOChani sm of 
action. are using mcroarray technology to identify the genes and 

regulatory networks that enabi e suppr essi ve ODN t o di sr upt ongoing 
inflanrratory responses and deter rrine the duration of their 
i nrruno- i nhi bi t or y activity... 

... identify the receptor(s) responsible for the recognition of the TTAGQ3 

nx)t i f key to this suppressive activity. Mcroarray studies indicate 
that very large nunioers of genes are rapidly down- r egul at ed following 
adni ni St r at i on of suppressive ODN. W are in the process of studying 
the regulation of this generalized reduction in nfiNA expresssion. 
Information gathered on the targets and n:echani snt s) of action of 
suppressive ODN will support studies designed to explore their 
therapeutic utility. Recent results suggest that syst erri cal I y admnistered 
suppressive ODN can alter the hosts i muine rri I i eu, an effect being 
harnessed to reduce host susceptibility... 

. . . Two I i nes of i nvest i gat i on have been i ni t i at ed to achi eve t hi s goal . 
First, the effect of suppressive ODN in a nrurine model of 
cheni cal I y- i nduced skin cancer is being evaluated. Results from.. 
... i ni t i at i on of t her apy af t er papi I I oma f or mat i on r educes t umor si ze. 
Second, studies examining the effect of suppressive ODN i n chronic 
silicosis, and the attendant development of lung cancer, have been 
initiated. It is hoped t hat t he t her apeut i c ut i I i t y of suppressive 
ODN identified through these research program can be harnessed to 
si gni f i cant I y r educe host suscept i bi I i t y to... 

. . . TLR I i gands and t he adapt i ve i mrune eel I responses i nduced by pol yd onal 
activators and antigens. These suppressive ODNare useful i n t he 
treatn^nt of diseases characterized by over - exuber ant immune responses, 
including septic shock and aut oi mnxini t y . Cur recent studies demonstrate 
that suppressive ODNare also useful i n t he pr event i on/ 1 r eat ment of 
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the I i f e- 1 hr eat eni ng i nf I amrHt i on caused by silica i ntial at i on (acute 
silicosis). Specifically, suppressive CDN treatn^nt was shown to 
significantly reduce si I i ca- i nduced nDrtality and nDrbidity in a relevant 



... whether susceptibility to si I i ca- i nduced pul nnnary turners can also be 
reduced by early Rx wi t h suppressive ODN. Despite this progress, very 
little is known about the cellular targets of suppressive ODN, the 
receptors responsible for their r ecogni t i on/ upt ake, or their n^chani sm of 
act i on. V\fe are. . . 



3/3, K/ 19 ( 1 1 em 1 f rom f i I e: 32) 
Dl ALOG( R) Fi I e 32: r^/ETADEX 
(c) 2009 CSA. Al I rts. reserv. 

0004635202 I P ACCESSI CN NQ 200905-71-1077482 

Suppressors of CpG oil gonuci eot i des and rret hods of use 

Kl i nnnan, Dennis IVt Zeuner, Rai nal d; Qjrsel , l\^yda; Qjrsel , I hsan; 
Vert hel yi , Dani el a 

, USA 

PUBLI SHER URL: 

ht t p: / / pat f t . uspt o. gov/ net acgi / nph- 
ni / PTQ sear oh- adv. ht rr&r =1 &p=1 &f =G&\ 
RS=PN/ 7514414 

DOCUIVEIsrr type: Pat ent 
RECORD TYPE: Abst r act 
LANGUAGE: Engl i sh 
FI LE SEGVEISTT: IVfet adex 

Kl i nnnan, Dennis IVt Zeuner, Rai nal d; Girsel , IVbyda; Girsel , I hsan; 
Vert hel yi , Dani el a 

ABSTRACT: 

but not lirrited to, an autoirrnune disease, by adrri ni st er i ng a 

therapeutically effective annunt of a suppressive 

ol i godeoxynuci eot i de. Also disclosed are nst hods of suppressing an i mrune 
r esponse in a subj ect by adni ni st er i ng a t her apeut i cal I y ef f ect i ve amount 
of a suppressi ve ol i godeoxynuci eot i de. 



3/3, K/ 20 ( 1 1 em 2 f rom f i I e: 32) 
Dl ALOG( R) Fi I e 32: ^/ETADEX 
(c) 2009 CSA. Al I rts. reserv. 

0004590829 I P ACCESSI ON NQ 200905-71-1077481 

N/fet hod of treating i nf I arrnHt or y arthropathies with suppressors of CpG 

ol i gonucI eot i des 

Kl i nrran, Dennis; Zeuner, Rai nal d; Vert hel yi, Dani el a; Qjrsel, I hsan; 
Qjrsel , l\/byda 

, USA 

PUBLI SHER URL: 

ht t p: // pat f t . uspt o. gov/ net acgi / nph- Parser ?Sect 1 =PTQ2&Sect 2=HI TOFF&u=/ net aht 
rrl / PTQ search- adv. ht m&r =1 &p=1 &f =C^I =50&d=PTXT&S1=7514415. PN. &OS=pn/ 751 441 5& 

RS=PN/ 7514415 



Par ser ?Sect 1 =PTC2&Sect 2=HI TOFF&u=/ net aht 
=50&d=PTXT&S1=7514414. PN. &OS=pn/ 751 441 4& 



DOCU^/E^ TYPE: Pat ent 
RECORD TYPE: Abst r act 
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LANGUAGE: Engl i sh 

Fl LE SEOVEISTT: IVfet adex 



Kl i nnnan, Dennis; Zeuner, Rai nal d; Vertheiyi, Dani el a; Gursel , I hsan; 
Gursel , IVbyda 

ABSTRACT: 

disclosed for preventing or treating i nf I arrnHt or y arthropathies 
adni ni St er i ng a therapeutically effective arrount of a suppressive 
ol i godeoxynuci eot i de. 
? E AU=YAM^DA, H? 



Ref 


1 1 ems 


1 ndex- 1 er m 




E1 


0 


* AU=YAM'\DA, 


H? 


E2 


70 


AU=YAM^DA, 


HACHI RO 


E3 


1 


AU=YA^/ADA, 


HAl 


E4 


329 


AU=YAI\ADA, 


HAJI IVE 


E5 


1 


AU=YAM'\DA, 


HAJI MJ 


E6 


1 


AU=YAM'\DA, 


HAJKI IVE 


E7 


7 


AU=YAM'\DA, 


HANI Kl 


E8 


1 


AU=YAM'\DA, 


HAREKAW\ 


E9 


4 


AU=YAM'\DA, 


HARU 


E10 


1 


AU=YAM^DA, 


HARUE 


Ell 


62 


AU=YAM^DA, 


HARUHI KO 


E12 


1 


AU=YAM'\DA, 


HARUHI RO 



Enter P or PAGE for rrore 
? E AU=YAIVnDA, HI RCSHI 



Ref 


1 1 ems 


1 ndex-t er m 




El 


2573 


* AU=YAM'\DA, 


HI RCSHI 


E2 


1 


AU=YAM\DA, 


HI ROSHI Y 


E3 


5 


AU=YAM'\DA, 


HI RC6HI Y 


E4 


3 


AU=YAM'\DA, 


HI ROSHI . 


E5 


1 


AU=YAr\/ADA, 


HI ROSHI A 


E6 


10 


AU=YAI\ADA, 


HI RCSHI GE 


E7 


1 


AU=YAM'\DA, 


HI ROSHI GE. 


E8 


3 


AU=YAI\ADA, 


HI ROSHI SA 


E9 


1 


AL^YAM^DA, 


HI RCSHL 


E10 


3 


AU=YAM^DA, 


HI ROSI 


Ell 


1 


AU=YAM^DA, 


HI ROSKI 


El 2 


25 


AU=YAM^DA, 


HI ROSUKE 



Enter P or PAGE for nx)re 
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54 2582 E1-E4 
? S S4 AND SUPPRESSI VE 

2582 S4 
1 90652 SUPPRESSI VE 

55 7 S4 AND SUPPRESSI VE 
? T 85/3, K/ 1-7 

»>KW C opt i on is not aval I abl e in f i I e( s) : 399 



5/3, K/ 1 ( 1 1 em 1 f rom f i I e: 143) 
Dl ALOG( R) Fi I e 143: Bi ol . &Agric. Index 
(c) 2009 The HWWIson Co. All rts. reserv. 

1868685 H. W W LSCN RECORD NU^/BER: BBAI 02116547 
Effect of Suppressive DNA on CpG- 1 nduced I rmune Activation 
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Yamada, Hi r oshi 

Qursel , I hsan; Takeshi t a, f urri Ini ko 

Journal of I muinol ogy v. 169 nolO ( Novenrber 15 2002) p. 5590-4 
ISSN: 0022- 1767 

Effect of Suppressive DNA on CpG- 1 nduoed I nmojne Activation 
Yannada, Hi roshi 



5/3, K/ 2 (Item 1 from fi I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 An^rican Cheni cal Society. All rts. reserv. 
142091829 GA: 142(6) 91 829s JOJRNAL 

Suppressive ol i godeoxynuci eot i des inhibit CpG- induced i nf I anrrat 1 on of the 
HDuse I ung 

AUTHOR(S) : Yannada, Hi roshi ; I shi i , Ken J. ; Kl i nman, Denni s M 

LCX^ATI CN: Depart rrsnt of Anesthesiology, YokoharraQty University, School 

of IVfedi ci ne, 3-9 Fukuura, Kanazawa-ku, Yokoharra, Japan, 236-0004 

JOURNAL: Grit. Gare IVbd. (Gritical Gare IVfedi ci ne) DATE: 2004 vaUIVE: 32 
NU^/BER: 10 PAGES: 2045-2049 GODEN: GGIVDG7 ISSN: 0090-3493 LANGUAGE: 

English PUBLISHER: Li ppi ncot t W I I i ams & W I ki ns 



5/3, K/ 3 ( I tem 2 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCHf R) 

( c) 2010 American Gherri cal Society. All rts. reserv. 

141099299 GA: 141(7)99299u JOURNAL 

Regulation of GpG induced i rmune activation by suppressive 

ol 1 godeoxynuci eot i des 

ALrrHOR( S) : Kl i nn^n, Dennis M ; Zeuner , Rai nal d; Yarrada, Hi roshi; Qjrsel , 
IVbyda; Currie, Debbie; Qjrsel, I hsan 

LOCATION: Section of Retroviral Research, Center for Biologies Evaluation 
and Research, Food and Drug Adni ni st r at i on, Bet hesda, MD, 20892, USA 

JOURNAL: Ann. N. Y. Acad. Sci . (Annals of the New York Acadeny of 
Sciences) DATE: 2003 VOLUIVE: 1002 NUIVBER: Ther apeut i c 0 i gonuci eot i des 

PAGES: 112-123 GODEN: ANYAA9 ISSN: 0077-8923 LANGUAGE: English 

PUBLI SHER: New Yor k Acaderry of Sci ences 



5/3, K/ 4 ( I t em 3 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 An^rican Cheni cal Society. All rts. reserv. 
141082332 GA: 141 (6) 82332b PATErvTT 

IVfet hod of t r eat i ng i nf I amrat or y I ung di sease wi t h suppr essor s of GpG 
ol i gonuci eot i des 

I NVENfTOR( AL^HOR) : Kl i nnnn, Denni s M ; Yamada, Hi roshi 
LOGATI ON: USA 

ASSIGNEE: The QDvernn^nt of the U.S.A. as Represented by the Secretary of 
the Dept . of Health & Human Services 

PATE^: U.S. Pat. AppI . Publ . ; US 20040132682 A1 DATE: 20040708 
APPLICATION: US 682130 (20031007) * US PV417263 (20021008) 
PAGES: 29 pp. GODEN: USXXGO LANGUAGE: Engl i sh 
PATENTT aASSI FI GATI ONS: 

GLASS: 514044000; A61K-048/00A 



5/3, K/ 5 ( I tem 4 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: GA SEARCH( R) 

(c) 2010 American Ghenri cal Society. All rts. reserv. 
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138248182 GA: 1 38( 1 7) 2481 82t JOURNAL 

Reduction of CpG- i nduced arthritis by suppressive ol i godeoxynuci eot i des 
ALrrHOR(S): Zeuner , Rai nal d A. ; I shi 1 , Ken J. ; Li zak, l\/fertinJ.; Qjrsel, 
I hsan; Yanrada, Hiroshi; Kl 1 nman, Dennis M; Vertheiyi, Dani el a 
LOCATI CN: Center for Biologies Evaluation and Research, FDA, Bet hesda, IVD 

, USA 

JOURIMAL: Arthritis Rheum ( Ar t hr i t i s & Rheumat i srr) DATE: 2002 vaUIVE: 
46 NU^/BER: 8 PAGES: 2219-2224 OODEN: ARHEAW ISSN: 0004-3591 LANGUAGE: 
English PUBLISHER: John W I ey & Sons, Inc. 



5/3, K/ 6 ( I t em 5 f rom f i I e: 399) 
Dl ALGG( R) Fi I e 399: GA SEARGH( R) 

(c) 2010 An^rican Gheni cal Society. All rts. reserv. 

137383766 GA: 1 37( 26) 383766f JOURNAL 

Effect of suppressive DNA on GpG- induced i nmrune activation 

AUrHOR(S): Yarrada, Hiroshi; Qjrsel, I hsan; Takeshi ta, Furri hi ko; Conover , 

Jackie; I shi i , Ken J.; Qjrsel, l\^yda; Takeshi t a, Saoko; Kl i nrran, Dennis M 
LOCATION: Section of Retroviral I muinol ogy. Center for Biologies 

Evaluation and Research, Food and Drug Adrri ni st r at 1 on. Bet hesda, IVD, 20892, 

USA 

JOURNAL: J. I muinol . (Journal of I nminol ogy) DATE: 2002 vaUIVE: 169 
NU^/BER: 10 PAGES: 5590-5594 GODEN: JQ IVA3 ISSN: 0022-1767 LANGUAGE: 
English PUBLISHER: American Association of I rrrrunol ogi st s 



5/3, K/ 7 (Item 6 from fi I e: 399) 
Dl ALOG( R) Fi I e 399: CA SEARCH( R) 

(c) 2010 AfTBrican Cherri cal Society. All rts. reserv. 
115000397 GA: 11 5(1) 397c JOURNAL 

Suppressive effect of ant i i f I anrrat or y drug azapropazone on proteinuria 
ALn"HOR(S): Suzuki, Funi o; Yan^da, Hiroshi; IVbtohashi, Nobuhiro 
LOCATION: Sch. r^/fed. , Ji kei Univ., Tokyo, Japan, 105 
JOURNAL: Ji kei kai N/bd. J. DATE: 1990 VaUIVE: 37 NUIVBER: SuppI . 
PAGES: 225-37 CODEN: JIVEJAS ISSN: 0021-6968 LANGUAGE: English 
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